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Under the test conditions described, Ma Ref 03801 can be regarded as having

a slight irritant effect on mucous membranes.
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Scale for Scoring Ocular Lesions

(1) Cormea
(A) Opacity-degree of density (area most dense taken for reading)
No Opacity ..... veseane ceetsensseserteenaans N ¢ |
Scattered or diffuse area, details of iris clearly visible .........c.covvittn 1

Easily discernible translucent areas, details of iris slightly obscured.......2
Opalescent areas, no details of iris visible, size of pupil barely dis-
cernible........... [N .
"-Opaque, iris invisible......... .
(B) Area of cornea involved
One quarter (or less) but not ZETOeseosnsnsansaacsancssasssassnsssnsseassassnsl

Greater than one quarter, but less than half....ceveiiarecrinierininninninneseasl
Greater than half, but less than three qUarterS...c.seeveccecens. tectsanseavesd
Greater than three quarters, Up tO WhOlE 8T€@....seceresecvrcerecncncncncanssd
AXBXS Total maximum = 80
(2) Iris
(A) Values
Notmal...eoaeens st seseretanassareatnsnae teeeerssesveeas Ceeeees Ceeeesaan eesd0

Folds above nommal, congestion, swelling, circumcorneal injection (any or all
of these or combination of any thereof) iris still reacting to light (slug-

gish reaction is positive)..ciiiiieininneannnts cetiseenann Ceetseecnaeeans ceesd]
No reaction to light, hemorrhage, gross destruction (any or all of these)..... 2
AXS Total maximum = 10

(3) Conjunctivae
(A) Redness (refers to palpebral and bulbar conjunctivae excluding cornea and

iris) :

Vessels normal......... sevesaseeanrnannans Ceseasenee cersevesaaaann P 4]

Yessels definitely injected above notmal..c.oeeieeenenconscnnes tebtesesnaavaans 1

More diffuse, deeper crimson red, individual vessels not easily discernible...2

Diffuse beefy red........ Ceeranaane testeeensessactseseesnenaarannenas Ceeeaesans 3
(B) Chemosis

NO SWelling.ueeeeeerieeceeraconaccncncanans U

Any swelling above normal (includes nictitating membrane)..... carens N

Obvious swelling with partial eversicn of 1idS....ieeeieionercinanainnenenenen 2

Swelling with lids about half closed.....ccceeveacen-. ceeecesaseeneas ceeceavasd

Swelling with 1ids about half closed to completely closed........ Cerreesseceas 4
(C) Pischarge

No discharge......cccecenens cersnscnanena seeescscncsasscsas tesssctecanss cececss .C

Any amount different from normmal (does not include small amcunts observed in

immer canthus of normal animals).ceeeevceecveancsancacscarcnnne Cesesevaneaas .
Discharge with moistening of the lids and hairs just adjacent to lids.ceeoeens 2
Discharge with moistening of the lids and hairs, and considerable area around
2round The eYe...ceeveerrrsnssrsacerssnsncss tevecsesasasecsanes cesecessnes eaesd
Score (A+B+C) X2 Total maximum = 20
The scores for cornea (1), iris (2), and conjunctiva (3) obtained in each rabbit at
the specific reading time are added to give the primary irritation score. The mean
of the scores for all rabbits at the specific reading time is calculated. The highest
score obtained at any of the reading times is used for the evaluation and the sub-
stance is categorized as follows:

0~ 10 Non-irritant (nicht reizend) |
11 - 25 Slightly irritant (leicht reizend)
26 - 56 Moderately irritant (mdBig reizend)

57 - 110 Severely irritant (stark reizend)
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Hoechst Schleimhautvertraglichkeit / Eye irritation
Substanz / Substance Konzentration / Concentration Dosis / Dose Tierart / Species
Ma Ref 03801 diluted 1:1 with 0,1 ml Albino Himalayan rabbit
water
Zeit / Time 10t 60! 180" 330! 24 h
+ = rinsed
KaninchenNr./ out after 1° + + |+ + + |+ + +] + + | +] + ) +| + |+
R N
abbit No. 82| 8318418586 | 8718283 ( 84] 85[86 87 [ 82(83] 84 85/86|871 82/ 83/84§85 | 86{87:82183 | 84185{86 {87 ¢
Grad der Tribung /
Opacity O qojojoyofor it yi1lotrp ¥yt o v 9 Wty y 1w 110l
Botrotener Bareich/
| Cornea 8 . nvoived of o ofofol ofolal af afof1] afaf1] o of 2l o 1| ] af 2f 1]2] 1 2|0l
a=AxBx5 (max. 80) Ol @ O] OJO] Of Of 51 § 5/ 0} S 51 S| 5§ S5 OJ10] § 5] s} S| 5 10] s{10y 5 10| o| 5
. Bewertung / Value 0l q ofojo| of ofo| q ol oJo| o ofo|] o ofo] d of oo} d ofola|] q o]ofo
ris
b-Wertx 5 (max. 10} Of 0 O] 0] O] O 0] Of 0 0] 0jJ] O} O O] O} A O} O} 4 O Oof 0] O o] O a 0 010
A Rotung/ Redness Iy 03 W 33 o3 Yy O O3 aryp oW o212y 0z 329 0w o202t 024 21 202104 11 12
e BSChwe"un'Q/Chemosis ol @ Ho;0 i1 H 14 111 BRI 1y o1y 2 W1 1)1 o1 W i 111
on- | -
junctiva Absonderungen/ ll !
Erscrarge ol d of ofo] of ol ol d of oo 211222d02211001200,0
i
cArB-Cix2imax 200 | o1 of 4f 20 2| af al 4| 4 a4l al af 8| 8| 8| 10 &l12} 4 a{10l10] -4 8l 6 6‘1d 4 4'6
a4+ b+ ¢ (max. 110) 21 4 4] 2] 2 4 47 91 F S 4] 9} 13413113 15 822 g 9[15115] 13 18 11{16! 14 14 4;11
x 3 3 7 7 13 15 11 15 14 10
X 3 7 14 13 12




Annex P nort No. 1128/77 20.12.31977
Hoechst ¥ Schleimhautvertriglichkeit / Eye irritation
Substanz / Subslance Konzentration / Concentration Dosis / Dose Tierart/ Species
Ma Ref 03801 diluted 1:1 with 0,1 ml Albino Himalayan rabbit
water
ceit / Time 48 h 72 h
+ = rinsed
KaninchenNr./ j v after 1° + 1+ |+ 14
Rabbit No. 82| 83184 | 85| 86|87 ] 82 83| 84]85 |86 | 87
Grad der Trabung / 1l 1] 1 31 O 11+ O 01 0|0 1
Opacity
BetroHener Bereich/
I Cornea B, invoived I 1| 1) 3 of 2 ol ojojoj 1
0
a-AxBx 5 (max 80) s s| s| o o s ’é: o ololof s
Bewertung / Value o ol ol 4 o o]l o] O Of O[O} O
0 Iris -
b-Wertx 5 (max. 10} d ol O q of 0 '8 q ol 0{ O 0
A Rolung / Redness ) 11} o of 1l G o o] 1o} 1
[o1)
Ul Cop. B Schwetung Chemosis dolol d o o '.',‘i q 0 oloi o '
junctiva Absonderungen/ d o O q oo . g of 0ol0 O ‘ ‘ '
Discharge : I
| R
c=~(A-B~C)x2imax 20) 22021 20 2 q o 2/0] 2 : | R
a+b+c (max 110} a7 7 7 4 7 g of 20} 7 ll
X 7 S 3
X 6
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Implementation of the Trial

We tested mucosal tolerance to Ma Ref 03801 in six albino Himalayan rabbits
by a single application of 0.1 ml of a 1 : ] dilution of the preparation in
water into the conjunctival sac of the rabbits' left eyes. 0.1 ml of water
was applied into the conjunctival sac of the right eyes as a control. Both
eyes of three of the six treated animals were cleansed one minute after
application, using 20 wl of water in each case. Warm tap water (37 °C) with a
pH value of 7.3 and a degree of hardness of 21 °dH [deutsche Hirtegrad =

German degree of hardness] was used for rinsing out the eyes.

The results were assessed with the aid of a magnifying glass 10, 60 180 and
330 minutes after treatment and also after 24, 48 and 72 hours. The 24, 48
and 72-hour findings were obtained following instillation of one drop of
fluorescein sodium in a | : 10 000 dilution = 0.0l %Z. Once these assessments
had been completed, the treated eyes were rinsed out with physiological sa-

line solution.

The trial was performed during the period between the 5th and the 8th December
1977.

Results:

Under the above-mentioned test conditions, the peak irritant indices of Ma

Ref 03801 were found to be:

14 in cleansed eyes after 24 hours;
15 in uncleansed eyes after 180 or 330 minutes;

14 as the mean value in all animals after 180 minutes.

Thus, Ma Ref 03801 can be regarded as having a slight irritant effect on

mucous membranes.

Dr. Ma/Ju Pharma Research

20th December 1977 Toxicology
Hoechst Aktiengesellschaft
Dr. Mayer

Head of Laboratory

Dr. Weigand
Coordination
Industrial Toxicology
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EVALUATION OF CORNEA AFTER INSTILLATION OF ONE DROP

FLUORESCEIN sopium 0.01 2

L

Substance:

Ma Ref 03801

Concentration:

Dose:

diluted with water{O,1 ml

1 : 1

Species:

Albino Hima-

layan  rabbit
Time:
Opaque area of the cornea
Rabbit No.:
82 83 84 85 86 87
24 hours after appl. 2/3 | 1/3 | 1/2 1/2 * 1/2
¥*
48 hours after appl 1/3 |NAD * NAD 1/8
72 hours after appl. NAD NAD NAD NAD NAD NAD
Remark: *punctiform, pinhead-sized opacity of the cornea
Substance: Concentration: Dose: Species:
water (control eye) 0,1 ml Albino Hima-
layan rabb
Time: .
Opaque ares of the cornea
Rabbit No.:
82 83 84 85 86 87
24 hours after appl. NAD NAD - NAD NAD NAD NAD
48 hours after appl. NAD |} NAD NAD NAD NAD NAD
72 hours after appl. NAD NAD NAD NAD NAD

Remark: ¥punctiform, pinhead-sized opacity of the cornea




